h), and free thiol groups were alkylated by addition of 150 µL of a 10 mg/mL iodoacetamide solution, for 5 min in the dark. 100 µg of each sample were then analysed through RP-HPLC-ESI-MS to evaluate the oxidation status. The remaining 200 µg were purified via RP-HPLC to eliminate excess iodoacetamide. After lyophilization and before tryptic digestion, samples were dissolved in 55 mM ammonium bicarbonate (final peptide concentration 1mg/mL) at pH 8. Tryptic hydrolysis was carried out using an enzyme/substrate ratio of 1:100 (w/w), overnight at 37°C. Tryptic fragments were then indentified through RP-HPLC-ESI-MS.
Oxidative folding of Peptides γ and δ. The reduced peptides were dissolved in Tris HCl 100 mM pH 7.5 (final peptide concentration 0.5 mg/mL), and the peptide solution was stirred in an open vessel. Aliquots of the mixture (250µg) were withdrawn at different times (0, 0.5, 1.5, 3 h), and free thiol groups were alkylated by addition of 125 µL of a 10 mg/mL iodoacetamide solution, for 5 min in the dark. Each sample was then analysed through RP-HPLC-ESI-MS. Serum Stability. Peptides γ, δ and ε was assessed as previously described 1 . Briefly, the peptides The SPR sensorgrams were analyzed by curve-fitting using the Biacore T200 Evaluation software.
Dose response curves were plotted using the SPR sensorgrams and the corresponding fit. Various reaction models were used to perform a complete kinetic analysis of the sensorgrams, and the best fitting was considered in such a way that the χ 2 value, representing the statistical closeness of curvefitting, became the lowest. The two-state reaction model (including a conformational change) was chosen, which is described as: Figure   1A ) in human serum. 
